UC- 781

DrugClass:  Microbicides

Drug Description

UC-781 is a thiocarboxanilide nonnucleoside
reverse transcriptase inhibitor (NNRTI). [1]

HIV/AIDS-Related Uses

UC-781isan NNRTI currently being developed as
avaginal microbicide to prevent HIV transmission.
UC-781 has been studied in animal models and has
entered aPhase | clinical trial in humans.[2] [3]

Phar macology

In vitro studies have shown UC-781 to be arapid,
tight-binding inhibitor of HIV-1 reverse
transcriptase.[4] It is effective against transmission
of both cell-free and cell-associated HIV and has an
intracellular antiviral protective effect, with a
half-life of 5.5 days.[5] [6]

In vitro exposure of human cervical tissueto 0.5
microM UC-781 for 30 minutes followed by
extensive wash of the residual drug resulted in 95%
reduction of subsequent viral infection as
determined by immunohistochemistry and p24
determination. Furthermore, 1 microM UC-781
pretreatment for 20 minutes, or 10 microM UC-781
pretreatment for 2 minutes, resulted in total
protection of the cervical tissue from both T- and
M-tropic HIV-1 isolates, as well as from
cell-associated HIV-1 infection. Twenty-minute
incubation with 10 microM UC-781 completely
protected the cervical tissue, even when it was
challenged with HIV-1 48 hours after the drug
pretreatment. UC-781 was not toxic to the cervical
tissue, even when the tissue was exposed to 10
microM UC-781 for 24 hours.[7]

UC-781 has been studied with AZT invitro. A 1:1
molar combination of AZT plus UC-781 showed
high-level synergy in inhibiting replication of an
AZT-resistant clinical isolate of HIV. The time to
the development of HIV resistanceto a 1:1 molar
combination of AZT and UC-781 was significantly
delayed compared to that for either drug alone.[8]

UC-781 demonstrates a memory effect, in which
cellstreated in vitro with the drug are protected
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from HIV-1 replication for at least 12 days.[9] [10]

A Phase | study of the safety and acceptibility of
three different doses of UC-781 is underway.[11]

Drug and Food Interactions

UC-781 exhibits synergy with the NRTI zidovudine
invitro.[12]

Clinical Trials

For information on clinical trials that involve
UC-781, visit the Clinical Trials.gov web site at
http://www.clinicaltrias.gov. In the Search box,
enter: UC-781 AND HIV Infections.

Dosing Information

Mode of Delivery: Intravaginal.[13]

Dosage Form: Topical gel of 0.1%, 0.25%, or
1.0%.[14]

Chemistry

CAS Name: 3-Furancarbothioamide,
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Chemistry (cont.) CAS Number: 178870-32-1[16]

Molecular formula: C17-H18-Cl-N-O2-517]

C60.8%, H5.4%, C110.6%, N4.2%, 09.5%,
S9.5%[18]

Molecular weight: 335.5[19]

Other Names

UC781[20]

UC 781[21]
NSC 675186[22]
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M anufacturer Information

UC-781
Cellegy Pharmaceuticals, Inc
3490 Oyster Point Boulevard
Suite 200
South San Francisco, CA 94080
(650) 616-2200

For Morelnformation

Contact your doctor or an AIDSinfo Health
Information Specialist:

* ViaPhone: 1-800-448-0440 Monday - Friday,
12:00 p.m. (Noon) - 5:00 p.m. ET

* ViaLive Help: http://aidsinfo.nih.gov/live_help
Monday - Friday, 12:00 p.m. (Noon) - 4.00 p.m. ET

References

1. Biochemistry - 1997 Jun 24;36(25):7786-92
2. Biosyn, Inc- UC-781. Available at: http://www.biosyn-inc.com/UC-781. Accessed 12/02/04.

3. Cellegy Pharmaceuticals, Inc - Press Release, 10/8/04; Cellegy Pharmaceuticalsto Acquire Biosyn, Inc. Available at:
http://www.cellegy.com/newsroom/press/08oct04.html. Accessed 12/03/04.

4. Biochemistry - 1997 Jun 24;36(25):7786-92

5. JVirol - 1997 Apr;71(4):3023-30

6. AIDS - 2003 Mar 28;17(5):653-61

7. Conf Retroviruses Opportunistic Infect. - 9th, 2002. Abstract 780-W.

8. Antimicrob Agents Chemother - 1999 Feb;43(2):259-63

9. Biosyn, Inc- UC-781. Available at: http://www.biosyn-inc.com/UC-781.html. Accessed 12/02/04.

10. Microbicides Conf - 1st, 2004. Abstract 02460.

http://aidsinfo.nih.gov * 1-800-448-0440 ¢ December 8, 2004




74l
AlDan 0,
‘ A Service of the U.S, Department
- of Health and Human Services

11. Biospace - Press Release, 09/04/04; Biosyn Initiates Phase | Clinical Testing of UC-781, A Novel HIV Microbicide. Available at:
http://www.biospace.com/news_story.cfm?Storyl D=13692520& full=1. Accessed 12/02/04.

12. Antimicrob Agents Chemother - 1999 Feb;43(2):259-63

13. Biosyn, Inc - UC-781. Available at: http://www.biosyn-inc.com/UC-781.html. Accessed 12/02/04.

14. Biosyn, Inc - UC-781. Available at: http://www.biosyn-inc.com/UC-781.html. Accessed 12/02/04.

15. ChemIDplus - Available at: http://chem.sis.nim.nih.gov/chemidplus/chemidlite.jsp. Accessed 12/02/04.
16. ChemIDplus - Available at: http://chem.sis.nim.nih.gov/chemidplus/chemidlite.jsp. Accessed 12/02/04.
17. ChemIDplus - Available at: http://chem.sis.nim.nih.gov/chemidplus/chemidlite,jsp. Accessed 12/02/04.
18. Calculation. -

19. Calculation. -

20. Conf Retroviruses Opportunistic Infect. - 9th, 2002. Abstract 780-W.

21. MeSH - Available at: http://www.nlm.nih.gov/mesh/Mbrowser.html. Accessed 12/02/04.

22. ChemlDplus - Available at: http://chem.sis.nIm.nih.gov/chemidplus/chemidlite.jsp. Accessed 12/02/04.

http://aidsinfo.nih.gov * 1-800-448-0440 ¢ December 8, 2004




